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ing formula (R 1 is H or a lower alkanoyl, R 2 is a halo- 
gen, R 3 is a lower alkoxy, R 4 and R 5 are each H or 
bonding together to form (CH 2 ) 2 or (CH 2 ) 3 , R 6 is H or 
a lower alkyl, R 7 is a lower alkanoyl, a lower alkoxycar- 



bonyl, a cycloalkyloxycarbonyl, a lower alkoxy, a cy- 
cloalkoxy or the like, m is an integer of 1 to 7, n is an 
integer of 0 to 3), or their pharmaceutically permissi- 
ble salts, have excellent upper and lower enterokinesis 
enhancing affect, suppressed side effect and is capa- 
ble of oral administering, extremely useful for thera- 
peutic agent of digestive disease or digestive system 
enterokinesis improving drug. 

COPYRIGHT: (C)1999,JPO 



STN Columbus 

i , _ i 

********** Welcome to STN International ********* 

FILE 'CAPLUS' ENTERED AT 12:02:38 ON 22 SEP 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGE TERMS 11 FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 

CHARGED TO COST=PLOUG19 . 001APC-CSP 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 22 Sep 2006 VOL 145 ISS 14 
FILE LAST UPDATED: 21 Sep 2006 (20060921/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : / /www . cas . org/ inf opolicy . html 

=> s 131:299374/dn 

LI 1 131:299374/DN 



LI ANSWER 1 OF 1 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 1999:683201 CAPLUS 
DN 131:299374 

TI Preparation of benzamidopiperidinocarboxylates and pharmaceuticals for 

treatment of digestive system disease 
IN Kato, Hideo; Kato, Noriyuki; Iwasaki, Nobuhiko; Ogawa, Nobuo 
PA Hokurika Pharmaceutical Co., Ltd., Japan 
SO Jpn. Kokai Tokkyo Koho, 11 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 11292846 A2 19991026 JP 1999-13291 19990121 

PRAI JP 1998-44327 A 19980210 

OS MARPAT 131:299374 

AB Title compds . I (Rl = H, lower alkanoyl; R2 = halo; R3 = lower alkoxy; R4 
R5 = H; R4R5 = (CH2)2, (CH2)3; R6 = H, lower alkyl; R7 = lower alkanoyl, 
cycloalkylcarbonyl, lower alkoxycarbonyl, cycloalkyloxycarbonyl , etc.; m 

1- 7; n = 0-3), useful as digestive tract function improvers, are prepd. 
4-Amino-5-chloro-2-methoxy-N- (4 -piperidinyl) benzamide hydrochloride 
monohydrate (4.00 g) was reacted with 1.98 g 2 -methoxyethyl chloroacetate 
in the presence of K2C03 in DMF at 60° for 24 h to give 4.83 g 

2 - methoxyethyl [4- (4-amino-5-chloro-2 -methoxybenzamido) piperidino] acetate 
fumarate showing in vivo good activity to improve digestive function on 
dog. 



« 



09) H*WHM' (JP) 



«*> & m ft ft & $ ^) 



-292846 

(43)&WB ¥$11^(1999) 10A26B 



(51) IntCL 8 
C 0 7 D 211/58 
A 6 IK 31/00 
31/435 
31/445 



6 0 1 
6 0 8 
6 0 5 
6 11 



F I 

CO 7D 211/58 
A6 IK 31/00 
31/435 
31/445 

«»* *SS* IMt«®ft5 OL 



6 0 1 J 
608 
60 5 
6 11 
(± 11 H) 



mn\z&< 





1$H¥1 1-13291 


(71)UiHA 


000242622 














(za tarns 


¥JS11¥(1999)1JJ210 




«#WWn1«Wci37# l l 








(72)»W# 


DDK BtfiB 






ftH¥10-44327 




S#lW»liJ rfcJgSFCI37# 1 SMS 1 




(32)«5feH 


¥10(1998)2)5100 










0* (JP) 


(72)»## 


tiap #i# 










a#JW»Ul*»»P37^ 1 #flfi 1 


















(TOMB* 












S#»»0JTP»»P37^ 1 1 

























(54) HMO&fH ^>X73 HRW^ROt^n^^rrSB^I 



(57) [gift] 

CH^-COO-CH-tCHi),— R 7 




h 2 ) 2 , ( c h 2 ) 3 * , r« \i&nm??j.mw7)i* 



(2) 



«BPF1 1-292846 



R 1 — HN — i( S 



:onh 




R 6 

N~(CH2) m — COO— CH~(CH 2 ) n — R 7 



R 6 ii*(c*»^X(±M#*^tC^oT (CH 2 ) 2 
tKU (CH 2 ) 3 T'*£ii6g£. R^flJS^X 

PH 3 



H 

Y 

o 



■3ov^i^i*»iafciEa<afki 



[J^IBIMrlJMIi] 
[000 1] 

[0002] 

[fi!*<9&»] ^ h^or? 5 H [if • *M ■ -f >t 
■y?Z (The Merck Index), S512JK, 6226] , i^iT'J 
H (The Merck Index, SS12K, 2377) ^(CftftSfU 



WB!¥5-2 6 27 24-9ditfI(Ctt, [4- (4-7$ 

mmwxm<r)m.T)v*)i>3iXT)vt>K mmm& 

hlMz/f-y (The Merck Index, H12li£, 9829) , H 
y^j \t> (The Merck Index. 3&12JK, 3476) ^ttt 

[0003] 
[0004] 

¥5-2 6 27 2 4^&mzffljjiZtltztt.£mz}5^ 

T\ ±»0lHI*IRfc-f'««a:5)f«*«afctt», IS 
[0005] *##tfc»i, Cfife«UMWi*lW«f 

[ 0 0 0 6 3 Wfc. *3MffliiJW>-*tf ( I ) 
Ut3] 



» 



(3) 



1-292846 




ONH 




r 



(CHdm-COO-CH-tCHtln- 



( I > 



RHtfcmmTxiztmr ivti j <a >vm . r 2 

R^ift^^M^XtSW^^Mffitc^of (CHj)i 
i>K\i (CH 2 ) 3 t*$ii&SSr. R 6 ^**!?* 
fcMSR7/WwH*, R'teflSST/^yM/L-S. v? 

y7aT>V*)Vti>VX->V**y£, i&m.7iva 
*i'/l>V$-A'**>>m, i<"7u7)V*)Vjt*i/ii)VX 

~iv** i mt> i<&2m<7)imTiv*)vm~cw: 
mtix^xi>&\>^iv'<*4iv&, 7v-)vmxir<x 

* (II) 

( II) 




X^tilMi. m{il~7<7)SiSc£, nti0~3?)g 

* *>SIBS*WfclW& L 3 * * tcBW" 4 fc *>T* * . 
[ 0 0 0 7 ] X. 4W»0i!F4 U«fc UTtt, ME 
HR* ( I ) •C*S*l*fc£ft+, R»atfR»##fc* 

BHR* ( I ) T»Sii6'lt-&*«'. R'tfttttr^a 
[00083 

[SWtoHitOiBS] jWMBWMEHR* ( I ) +, R 

>vm, AVf^Jtvm, \£Jia4Mt#¥* R 2 T'*3 

*vSfcLTl;t flitf. ;><I-=*v*, xbdfxS, n- 
7>*vg, tert-7>^x£WW£f'U R 6 T'^§ 

*ii>ffi5i*7/i^*i: LT«±, flUfcr. x^- 

n-rotr;Wa, 4V7U\Z)V&, n--/j-)V£, A 
V/i-lV&, ssc-n-ivm, tert-71-)VW$ifiWft> 

[ 0 0 0 9 3 X. K<X-^tl&l/?u7)V*)Vj])VX 

-ivmtixi*. mm. i/fuTuvivmvx-iv 

is7n7^->vtr>V#-jvm, vlw^y^iVijiVif- 



-ivm, is7W\*is)Vjj)VX-)VW§i)\ te&TlVa 

*i/A)v#-ivmtLx\t. mm. th^ist/vx- 

)Vg, X.h*isit)V#-)V&, n-y°utf*yt)V#-)V 

m, a vrax*i/tnv#=.jvm, n-y h 

>V&, Avrh^i/AlVX-lVm, tert-7*h* v i)lV 
i&-iVW$tf. y?uTlV*)V1(*yi})Vif.-)V3kb L 

x\t. mm. isfny'wvtti/xjvtf-ivm, ^ 

9u7-f-}V1t*i/tHV#-)V&, istWOf-lV**!/ 
i5)V#-)V&, =/7n'\*i<>>V**i'tj)Vtf-lV£g£ 

i/7u7)v*iv**>' : &ti.x\i.. mm. $/?o 

7ut')V**i/m, •/'7u71-)V**ym, y^a^y 

*)v**i/m, i/7a^*i/tv** mcr/v 
ij j a )v**i/mbLx\t. mm. r-th*y£, r 
at'*=.tv**^m, y^)iv**v&, Avy+viv 

**y%, tV\*o^/M-*vS^#, x?dWW 

)v#-jv** vat ixit. mm. ^;d7dw 

)V$-/V* * , v 7 o -f^riViJ )VX-)V* df yl . 

i/?u*\y<f)Vi])Vif.— /V**yM, l/fa^i/ivi) 

)V#-/V** y&$tf . tm.7)Va* isli)VX-)VJt* 

ymtixn. mm. *Y* ; sti)vx-)VJ(*ym, 

x.h* : y*l)V#-)V**ym, n-7niit*yj])V#-JV 
**is&, A V7nX*is#)VX-)V**>>m, n-7h 
*y#)V#-)V**y&, 4V7h*yti)V#-)V** 
ym, tert-7h*>-*!)VX-)V**yW!§tf. > 7u 

7)v*/v** : ytDvx-jv**y&t ix\t. mm. 

i/7a7'a\:'>V**i'fi>V#-)V**i<'&, y;n7f 

)V**>>t!)V#~)V**i/m. is 2 'U^y^)V**i/H 
)V#-)V**y&, y?n'^*i/)Vtt : yil)V#—)V* 

* vimtf . i ffl t l < (i 2 m<n<m.7)v*)vmxw& 
ztix^xh&^*>vrt*:4 jv&tLxii. mm. * 

j-M>Vrt*4 )V&, Xl-tVA>Vrf*4)V&, i/*+)V 

ttv/^A ivm, isxj-jvtjiv^A/vm, xf^^f 
>vi))Vf^A tv^ifi. Tv-ivmtixit. mm. 
y^-ivm, i-y^ivm. truy/m, 7UA«, f-x 

[00 1 03 *$mnfflSr-&& ( I ) XJFtZtLhitli 

[00113 *%BJ^fltfie-)K^ ( i ) -c**ii*fl:* 
wi, m£&ixmm<mizff®Li&&iz$mt& 

x%h. *wm&fa<omg&mzi<f%io zmb ix 
a. mm. mm, m^xm, BWt*m&, mt, 

■7>vm, ?*y&, y^s, 3^m, m^m. \jy 



/ 



=f», ^yrVHt, y^y-xn^y^, p-F/uxyx/p 
*yK, 1 0 - * ^7 r-^*y|Rw«ilBa^ 

[ 0 0 1 2 ] X. *»^1WEHR* ( I ) t^Sft.* 

[0013] **9J4>#* Ltvft-&!ft^fleWfc LT. 
WTO ± 3 *ft^«**»f 6 - 1 «8 6*>\ 

(1) [4- (4-7^y-5-^un-2-^^^ 

yX7$F) tf^ysV] PKy F^yfvU 

(2) [4- (4-7^y-5~^DD-2-^h^y< 
yX7SF) tf^US^V] SKxh^y^f^ 

(3) [4- (4-T$y-5-^DQ-2-^b^^ 

yX7SF) t^yj/V] PK2-y f^v-x^/p 

(4) [4- (4-7$y-5-^OD-2-^b^y^ 

yX7SF) tf<yS/V] tB2-xh*^xf;P 

(5) [4- (4-7Sy-5-?nn-2-y F*>-< 
>X7 S K) y >V ] »K 2 - or u bVI/:** 
^x^-/l/ 

(6) [4-(4-7^-5-^no-2^W^ 
>X7 5 F ) br^y^y] iflg3-y F*^7 0 nb°/P 

(7) [4-(4-7^/-5-;nn-2-^Ky< 
y X7 5 F ) b°^ y VJ ] BBr-fe F * v-y 

(8) [4- (4-7^-5-^DD-2-^h^y< 
yX7SF) b^y^'y] PKhV\*n>f;l/^x^f-^ 

(9) [4- (4-7$y-5-?on-2-y F*>"<. 
yX7 5 F ) tr^U^V] SSy?DMy;W;W- 

(10) [4- (4-7$y-5-?no-2-y F*>"< 
yX7S F) e^U^y] iBxb*j/#;^^ 

(11) [4- (4-T5y-5-^nn-2-^h^r^ 
yX7SF) t^y^V] S8^?nM^;W^ 

(12) 3- [4- (4-7^-5-;nn-2-^>^r 
S^yX75F) b^UxV] 7"ntr:*y»2-y F* 
v-xfvl/ 

(13) 4- [4- (4-7Sy-5-?UU-2-^ F* 

i^yX7$F) tr^y^v] B»2-^b^^x^ 

(14) 6- [4- (4-7^/-5-;on-2-^ 
S^VXTSK) h^y^V] A^y^-^h*^ 
x^ 

(15) 8- [4- (4-7^/-5-?nn-2-^K 

isoxr* F) e^y^v] ^7^y^4-^b^x 
7^/1- 

(16) [4- (4-7Sy-5-?nn- 2-xF*S"<. 



ftH^l 1-292846 

yX7SF) t'OJi/V] BK2-y F^XfvP 

(17) [4- (4-7^rW^y-5-^Dn-2-^ 

h^x^yxrsK) tr^yxV] si^f*^*?^ 

(18) [4- (4-7W7^y-5-^no-2-^ 
F*x<yX7SF) tf^yxV]»K2-^h^r^x 

(19) [4- (4-7Hr^/l/7$y-5-?nn-2-y 
F*S"<yX7$F) tr^yxV]»i?eAn>f/P^ 

(20) [4- (4-7-bfvU7$y-5-:?nn-2-y 
F*>"^yX7$ F) h°^yi/V] WSi^9u^i/)V 

it* x#/!/*x/kt* >-y ^ 
[00 14] (21)3- [4- (4-7^^75 7-5 

-;nn-2-^Ky^yX7SH) t^yS/V] 7° 
nb 0 :*ySS2-y F*^xf-/W 

(22) 4- [4- (4-7-fe?-/l/7S/-5-?on-2 
-y F*S"<yX7$ F) K*OJ i/V] g&K2-y F* 
xXf-/U 

(23) xyF- [3- (4-75/-5-^nn-2-y 
b^i/^yXTS F) -8-7iftTi/?o [3. 2. 

1 ] *?F-8— 1/1/] B£K2-y F^xf-zl/ 

(24) x^y- [3- (4-7^y-5-^DD-2-y 

h^^yxnv) [3. 2. 

1 ] -8-4/1'] »»2--*H^xf^ 

(25) xyH-3- [3- (4-7^y-5-^on-2 
-y h^ri/<yX7^ F) -8-7ifbV^P [3. 

2. 1] :*?F-8->f/H rntf:*yig2-y F*v 
x^-/l/ 

(26) X*y-3- [3- (4-7$y-5-?ou-2 
-y F*^yX75 F) -8-7ifbV^o [3. 

2. 1] ;fr?F-8-M/l/l rue:*yR2-y F*S" 
xfvl/ 

(27) xyF-4- [3- (4-7^y-5-ynn-2 
-y F*x<yX75 F) -8-nfhV^n [3. 
2. 1 ] *?F-8->01/] ffiK2-y h^ryXf/I. 
<28)X*y-4- [3- (4-7$y-5-?QO-2 
-y h^y\yX7^ F) -8-71fb'x?n [3. 
2. 1] ^^h-8->f/P] SK2-y Y*isx.+)V 

(29) xyF-4- [3- (4~7S/-5-;on-2 
-y Y*i/^>X7$ F) -8-nftV?Q [3. 

2. l]*^h-8->f^]B»t^n>f;U3r^^f- 
/!✓ 

(30) x^y-4- [3- (4-7S/-5-;dd-2 
-y h^fx<yX75 F) -8-7-fb^D [3. 
2. 1 ] *?F-8-4/I/] BBtt*n>f/M-4f5/** 
)V 

(31) xyF-4- [3- (4-7$y-5-^nn-2 
-y F*i"<yX7$ F) -8-7ifbV7a [3. 

2. 1 ] *^F-8-> f;l^] liy^DMy/W^y 



(32) X*y-4- [3- (4-757- 5-7oo-2 
-*h*isOXT$}z) [3. 

2. 1 ] #?h-8->f/U] IBy^nMy/W*^ 

(33) xyF- [3- (4-757-5-7on-2-7 

■Mfi^yxrsF) -9-n»*t*^o [3. 3. 

l ] yy-9->f;H Sf«2-7 h^S/x?^ 

(34) x*y- [3- (4-757-5-?oo-2-.X 
F*>"<>yX7$F) [3. 3. 

i ] If#2-7 h^xfvi/ 

(35) xyF-3- [3- (4-757- 5-?oo-2 
-7h*^yX75 F) -9-7ift'^?o [3. 

3. 1 ] /y-9--f;l/] 7 8 nh^yK2-^b^ri/X 

(36) x*y-3- [3- (4-7$y-5-^nn-2 
-^b^r^yXTS F) -9-T-Tt'^^O [3. 

3. l ] 7°nt o >ryig2-^h^i/x 

(37) xyF-4- [3- ( 4 -T 5 7~ 5 -?dd- 2 
-*F*>^yX7$F) -9-T1ft^n [3. 

3. 1 ] yy-9->f;H BK2-^h^vxf-;u 

(38) x^fV-4- [3- (4-757- 5-?oo-2 
-7h*i>^yX75 F) -9-7ifbV^n [3. 

3. i]yy-9->f;Hili2^h^xf^ 

(39) xyF-4- [3- (4-757- 5-?oo-2 
-^h^^yXTSF) -9 -Tiffin [3. 

3. l ] yy-9->f;H ffiK^\*o>f;^df^^ 

(40) x*y-4- [3- (4-757-5-7oo-2 
-^b^yX7$H) -9-7iftV^O [3. 

3. 1 ] yy-9-^] ffii!bv\'n>f^^^^ 
[0 0 15] (41)xyH-4- [3- (4-75 7-5 
-;no-2-^h^yOX7U') -9-7iftV 
?o[3. 3. 

R 2 r 4 

R 1 — HN— v V-CONH ( NH 



(*t>, r 1 , r 2 , r 3 , wmRHmfttmnm* 

X- (CH 2 ) a -COO-CH 

(5W. r 6 , r 7 , matxnufratpisiis:. xa^s 

if, **y-/k x?y-/k jyrarts-fr. tert 
-7?y-/k 2->h*^x^y-;i^or;P3-^ 
<y*>, wi-xy, *$/uy3?^ttSfi$tt 



5) «pBI¥1 1-292846 



<42)x*y-4- [3- (4-757-5-?oo-2 
-7 h^f^yXTS F) [3. 
3. 1] yy-9-> f/H ffiy^nMy/Wy* 

(43) [4- (4"7^-5-^OD-2-^b^y^ 

yxrsF) tr^yyy] ftRi-r-feb^^xf-^ 

(44) [4- (4-75 7-5-7oo-2-7 

yXTSF) twj^V] SHfcl- (i/?o*v*S//M- 

(45) [4- (4-75 7~5-7oo-2-7 F^x^ 

yxr$F) tr^y>V] IH&1- (^oM^/k* 

^^*;l/^x;i/^^) xf-/k 

(46) [4- (4-75 7-5-? oo- 2-7 h^S^ 
yX75 F) t°^y>V] mm ( 5-^^-2 

y-i, 3-y^yi/y-4-^w 

(47) [4- (4-75 7-5-^00-2-7 F*^ 
y X7 5 F ) e^yS/V] BK2-3f*yrnhT;P 

(48) [4- (4-75 7-5-?OD-2-7 
yX7 5 F ) tWJ i^V ] Mftx F^xtf^tfxyM^ 
/I/ 

(49) [4- (4-757-5-?on-2-7 b*i/< 
yXT 5 F ) tr^y VJ ] »Bh> ? o^ x/k#/U;K- 

[0016] *«HB^«EHR5S: ( I ) T«3*l6fc£ 

[0017] *IMBfcffi4ft^iO|8t^^S^^ 

sttiifUf . mSHS&t ( I ) T*S*i*flrfHWi. & 

*HR*Ull) 
[ft 5] 



(in) 



Si". ) "0*8*1*75^1:, K<D-*5JS(IV) 

(R«) - (CH 2 ) n -R7 (IV) 

y, 1, 4-iS**V>, 7*Fxhy/U, N, N-x 
7^;i/^;l/A75 F, ^W^^i/FfO^rp 

tf, DtKtMJW, K»*y^A f KflK*aH-hy«> 
A, »K^y^A^^fl|^^W^^, KJGtt 

[0019] *^fcft4ft^iO«i^(OfBZ^ 

5*fcJ:*tff . mffiHR:* ( I ) T*£ft&tt£«i. & 
<7)HBb$(V) 

[ft6j 



(6) 



4tH¥l 1-292846 



'— HN— \"^~ C00H 



(V) 



R i . wmRHmmbmnmzik?, )x- 

N-XCH^-COO-CH-tCHzlh 




. <XO-&$ (vi) 
Ut7] 



— R' 



(VI) 



r 4 , r 5 , r 6 , r 7 , m&vnimi£tnnm 

*«t. ) X-7skZil&T 5 V*. MM* *S«^#ttT 

aisv^HRtT-cafis-tiiktcj: o met * it 
[0020] *m3Bjmzts»x&mztii*fr#y» 

1.1" -*/MfcyW 5 ^/-/k l. 3-^^ 

fw^ti, mztimmtixte. mm. tut 

ADyyfl^MIMI, ^y-fe'y, h;ny, *v 



X, ttJHSJUttaSfc LTtt, W*«f. hyx^-/P7$ 

y, n, N-i^ yrntr/pxf-^rsy, l, 8-v 

T-fh'v^D [5. 4. 0] -7-^yr-fey, e'jy 

y, 4-5^*^7$/ey^v^****. xti. 

RitMJW, SSK^y^A, by?.*,. 

[002 1] *»fl{CfRSft^l4l<0»i*ffi<0»=O« 
tf>H&£(VII) 

Hfc8] 




,4 



t_UU— ffS 



CONH 




N-tCHzJ.n— COOH 



(VII) 



<5W». R 1 . R 2 . R 3 ■ R 4 ■ R*mfm\mfttWM. 
«**t. ) X'K%tLh*])VX>mt . <JW>HR5*(VII 

Y-CH <R«) - (CH 2 ) „- 

R 6 , RWnliffiriBfcP«E»££U YiiA 
ffi*fi0#ffiTTRJES-fr4 £ J: t <fc "JiB&t* £ **? 

[0022] *«lg^fcfcvvc«Bfl3*l*«f«i: LT 
«i. . BKXfvh rh5tH075y, 1, 4 

HO-CH ( R 6 ) - (CH 2 ) 

<*k r 6 , RTRVummtmrnmitk?. ) x* 

ttc t k l 3iSjetl.ii:* { T*#S. 

[0024] *mt#i£fci3 wc am $ timim b I 



I) 



R 7 (VIII) 

7MJ-7A, *»fl#y*A. ftKf HJ-7A, ^i?* 

y •> a . im^mi- yvvj*. mrtmti y v&wam 

(SfiS. l-yxf-/U7$y, N. N-iMVTn 
tVUX^-;I/T5y. 1, 8-i''TD i h'v'7D [5. 4. 

o ] - 7 - *? yr-fe y^^iSSfrW £>*i, RBti 

o -ca> 4> ^ojiffijas ^ x-amw&tt bti %> . 

[0023] *^c^|,^^^^jt^o^Eg<7)tt 
sHcMltf, «SBHR* ( I ) T*3*i*-fc£fttt, IT 
IB-JR^(VII)T'jK$^l.*^yKi:. ftO-iKiCd 
X) 

— R 7 (IX) 

"tut. fflitf. ttflrtS. Ott. j*?y*}\s*>m, p- 

^xy^tfyg^tfW^ixS., ttJflSfi&W 
EHR* ( I X) § ft 4 T)V a - MtSU&m tffchX 



(7) #^¥11-2 9 2 84 6 



[00 2 5] t^. *«Wte*WWKfffifc*Nvt JIJV* 

n>ti*> mMt&mt , -ate m %tmte&to?t> *) . 

[0026] *%WcDmsl-m ( I ) TwSfi**! 

**«*^i:-r4isa8i. *rr±M&. tan. m 
mi, mm, son, isa vrm<maik$m. *> 

ttnfft4iWI&t^Wt:*-jTI4. R£M (Ml. 

vhm mnwmmmttiK m:m^h->x\ijm.hh 

, pHiffiSBffJ (*iSXi±^r«^KS)Sv^ 

[0027] *»«Bfl:^liKO}fi«»#^«S^-»i. £ 
^»^J: OM&S**, IftJUWWs & 
□tM-TO. l-500«g, #&P&4?0. 1-30 
0 mg£ . 1 B 1 EXJaWUlc^HtTS^-f 6 £ t 
&. 

[0028] 

&\ 

[0 0 2 9] ###|1 

[ 4 - (tert-7h*i'#)\'X->l>7$. / ) t^'J ] 
||®2 F=*f vXf-^ 

4 - (tert-y F * is*)VX-)V7 S 7 ) U y> 1 
0. 0g, ;onS12-> hdfvX^-;U8. OOg, 
$IWJ I XA6. 90g2M/N, N-^f;^;W7 

5 F4 0nl«>fi£ft£ 6 O'Ct'4 . 5l*ISH»PU:. R 

gtL, K*»j8tt*e*LT» HifiiSAl 3. 5g£f# 

-9 1. 5t:^fiKtt**f|3t:. 
7£*#*rffi C 16 H 28 N 2 0 6 
Sfttl C. 56.94; H, 8.92: N. 8.85 
HKffi C, 56.82: H, 8.67; N. 8.79 



[00 30] ##flaj2 

[ 4 - (tert-T' h * l/i))Vif--lV7 S J ) 'J ] 
IHS2-* F^xf-zl^. 00g<02-^h^f^x^ 

y-;n6iij8ataa»i. 5 6ii*fti£, soxrc 
2 b#ei«J¥ u: . >m ^Mffs* l . mnzm* + v 

I RX^? i/ (liq) cm-i : 3368(br), 1748 
•7XX^ V)V m/z : 216 (M + ) 
NMRX"*.? Y)V d (CDC1 3 ) ppib : 1. 43-1. 50(2H. 
b) , 1 . 58 (2H , brs) , 1 . 78-1 . 84 (2H. n) , 2. 23-2. 30 (2H , ■) , 2 . 
63-2 . 70 (1H . b) , 2 . 86-2 . 92 (2H, n) , 3. 27 (21 , s) , 3 . 38 (3H, 
s) , 3 . 60 (2H , t , J=5Hz) , 4. 27 (2H , t , J=5Hz) 
[003 1 ] Hfitffll 

[4- (4-7^-5-?OD-2-^h^<yX 
75 F) t^'J^V] PK2-^h4fj/Xf-^- 

4-7Sy-5-^nn-2-^h^fy-N- (4-f 
■^"i ) <yX7 S H • • 1 7j<«!fej4 . 0 0 
g, ?OD»&2-*h=5f>xf-;H. 9 8g, 
U-7A3. 2 6gS.t>'N, N-^f-;U*;UAT5 K2 
0ilO«^«fe6 0 , C'?2 4B*BIJWPUfc. KffiSteft 

5miat/7V;H?l. 37gSrJPi. Wffi**» s Kt 

«affetlft4. 8 3g*f*fc. X^/-;W»feStS 
^UT, IKjAI 4 7-1 5 0«fiW?:lfc. 
7C*^-Wffi C 18 H 26 C 1 N 3 0 6 • C 4 H 4 0 4 ■ 1/2 
H 2 0 

SfiSrffi C, 50.34; H, 5.95; N, 8.00 
C, 50.40; H, 5.89: N, 8.03 
[00323 mm 1 <?5*ffifc:ft-»T» »5fe^J2~4^ 

[003 3] 

[4- (4 -75 7- 5-7DD-2-XbJf^yX 
T 5 H ) t^'J ] »K2 -> hdf ^x^/u • ^KIS 

tt* Igfelt^^ (95% aq iso-PrOH) 

m& 13 6-1 3 8*0(^11) . 187-190X: 

7t***fffi C 18 H 26 C 1 N 3 0 6 • HC 1 • 1/2H, 
O 

atSiffi C 48.55; H, 6.34; N, 9.44 
mm C, 48.30; H, 6.11; N, 9.29 

tt« *lfe«« B B H (CH3CN) 

I^C 18 5-18 7-C 

7C^^W(i C 18 H 26 C 1 N 3 0 6 • HC 1 



(8) 



mfom C, 49.55; H, 6.24: N, 9.63 
Slitffi C, 49.37; H. 6.11; N. 9.74 

[0 0 34] mtw\3 

[4- (4-7S7-5-?oo-2-7 bfri/^yX 
75H) f<.U^V] PK2-^h^^xf-;u-Ki!ti 
tttf #Sfe#t«^ (802; aq iso-Pri)H) 
Bt£ 1 9 7~1 9 9. 5*C 

Ttm-ftmm c 18 h 26 c i n 3 o 5 • h 2 so, 

Stfcffi C, 43.42; H, 5.67; N. 8.44 
ggfMl C, 43.24; H, 5.53; N. 8.30 
[0 0 3 53 HI4 

[4- (4-75 7-5-7 oo- 2 -7 b*i"<>X 
75 F) t'^U^V] i^K2-xhdfvx^-;i/- 77^ 

tttt *§&ttt B B 9 (MeOH) 
M 151-152. 5'C 

7U*fl*ftt C 19 H 28 C 1 N 3 0 6 • C 4 H 4 0 4 • 1/4 
H 2 0 

atftfi C, 51.69; H, 6.13; N, 7.86 
HS&ffi C, 51.50; H. 5.91; N, 7.85 
[00 3 6] 

[4- (4-75 7-5-7QO-2-7 b^'sOX 
75 F) fcWJ j/V ] BffiS 2 - f U 5>/M 
2-f'J^'y^^y-^O. 5 SmlSt/U^U^ 
2. 7 6g<ON, N-isX+)UftK>J>.7$ HI 6ilj£$ 
K*H»JWfT, mL9uuT^)V0. 44ml£-»Tt 
!t . KflSS^U$:*^T 3 0 ftRBWH*. 4-757- 
5-?nn-2-> H*v-N- (4-K'< l Jy-;H 
^VX75 F • • lTfcftffijl . 6 0 g£flD;i 5 0 

'C-C 6 iffiHWf Uz . Ri68teft(c* & Jn£»Rx?-/P 
TttHiW:. flfflafctWtftatfrifcfrU IK*»£JK 
£®£ Lfc . t# *>*i*:gs&£ j^M V rn fcT/l-x-f )VX' 

» tTHMfilSA 1 . 6 0 g fcflfc. *»xf-A*»6B 
tefiLT. M£l 3 4-1 3 5"Coa»8felSfi*»fc. 
7C»»*HI C 21 H 25 C 1 N 4 0 4 • 1/4H 2 0 
Sfftffi C, 57.66; H, 5.88; N, 12.81 
HUffl C, 57.75; H. 5.90; N. 12.78 
[OO3 7]|H0!6 

[4- (4-7-fef-;P7Sy-5-^oo-2-7 
isKyXTS. H ) tr^'J v*7 ] Pit 2 -7 F^xf-A- 
4-7-fe?-/I/757-5-7oo-2-7 hJf^,&# 
■ 1. 4 7g, F'JXf-zlTTSyi . 2 6ml&tf-fF7 
t Ho 7 7 V 1 0 ml Ofl&ftiC . *MRtf T. ?DO^ 
Kxf-^0. 6 0ml£«TU HfflTl^BBWPLfc. 
RJE8£ftfc < 4 -75 7 t^U i>7 ) BS2 -7 F* 
vXf-/H. 4 9gtfDTF7tFn75:'5nl*§?££n§ 
T L . Wc*H»T 1 nfflHWf Lfc . j§$£ME&* L . 

f-^TftaJtJt. ttas»**ftU R*ttfflK^fl£L 



1-292846 



fc. BaE£B»x*/H: yxf-yPX-r/POfiaWCIS 
JMWtfiFnR LT . gffittA 1 . 6 2 g . PI?x 
f-^t^x^x-r^WigjS^^S^LT. K£l 
14-11 6TX>fc&ISA£fltt:. 

7C*^«T« C 20 H 28 ClN 3 O 6 
Sfftffi C. 54.36; H. 6.39; N, 9.51 
99MI C. 54.30; H. 6.27; N, 9.38 
[0038] HJfc0IJ7 

[4- (4 -75 7- 5-7DO-2-7 b^-'XyX 
75 H) U yV ] ItKtVN'o 4 ;^4f y^f^. tg 

[4- (4 -757-5-7 oo -2 -7 
75 H) t^'JyV] PK4. OOg, tA'ijyg^n 
D7^/P2. 64 g, iKK^'J'7^2. 4 2g&tfN, 
N-y"7^Wvl'JU75 H4 0mlOiI£tl££?aT-6 5 
■SISHfflfU:. RBffl^C*£in£BWx*>W'Ctta} 
Ufc. IttmflE^Mirc^Affi 
-7AT'7;^'Jtti:L, BBxf-^TJi&aiLfc. «tM 

£16 0-16 4°Cc0fcfe#t-« H a B 1 . 4 0 g fcftfc. 
TiMmm C 2I H 30 C 1 N 3 0 6 ■ HC 1 • 5/4H 2 
O 

imm C. 48.98; H. 6.56; N, 8.16 
C, 48.74; H, 6.25; N , 8.20 
[0039] HEtt«7^)*ffit:aoT. HM01J8-1 7 

[0040] HJfeW8 

[4- (4-75 7-5-?no-2-7F3-xO"X 
75 H) tr^UvV] ft^y^- 7-?/H?iI 
tt* SfiBA (EtOH) 
HUSi 17 4-175T: 
TC^^-tffffl C 22 H 26 C 1 N 3 0 4 • C 4 H 4 0 4 
aifeffl C, 56.99; H. 5.52; N. 7.67 
C, 56.98; H. 5.72; N, 7.67 

[0041] mm9 

[4- (4-757-5-7DO-2-7 b^^yX 
75 H) tT^'JxV] PSEN. N-^f-;^;^^^ 

e« m&mgk (ch 3 cn) 

Ht^ 19 0~19rC 
7«^*r<l c 19 h 27 cin 4 o 6 

C. 53.46; H. 6.37; N, 13.12 

mm. C, 53.59; H. 6.50; N, 13.31 

[0042] $mm i o 

[4- (4 -75 7- 5-7DO-2-7 h^fx'vyX 
75 H) tr^'Jj/7] Pi$l-7-thdfvX^/l/- 77 

ttft HSfeteel (EtOH) 
Wfi. 1 2 4~1 2 9. 5°C 



(9) 



ftBB¥ 1 1-292846 



TCMttmm C 19 H 26 C 1 N 3 0 6 • C 4 H 4 0 4 • 1/4 
H 2 0 

Sffctf C, 50.37; H, 5.61; N, 7.66 
mH& C 50.42; H, 5.47; N, 7.73 
[0043] SOtWl 1 

[4- (4-75 /-5-?un-2-* h^x^yX 
7SF) fc^U^V] MKl-T-bh*^xf-;P- y? 

tttt $ff&t£JI (iso-PrOH) 

SIS 1 38-1 5 1. 5'C (#ff) 

7tS^*ffi C 19 H 26 C 1 N 3 0 6 • CH 4 0 3 S ■ 3/4 

H 2 0 

91MI C, 44.69; H, 5.86; N. 7.82 
£fftl C, 44.68; H, 5.90; N, 7.88 

[0044] mnmi 2 

[4- (4-7Sy-5-?oo-2-^h^^X 

tttt (MeOH-iso-PrOH) 

SJl£ 118. 5-1 26°C 

7C*4ttHi C 24 H 34 C 1N 3 0 7 • HC 1 • H 2 0 

at^ffi C, 50.89; H, 6.58; N, 7.42 

USHt C, 50.88; H, 6.29; N, 7.42 

[0045] m&mi 3 

[4- (4-75 7- 5-^ no- 2-^ h^^yX 

75H) tr^y^vj ( 5-^f*;u-2-^y- 

1. S-zsttVW-A-'ilV) X+)V- X9>X)V 

tt« ttffie&A (EtOH) 
Si£ 185-185. 5°C 

7C*#*fli C 20 H 24 C 1 N 3 0 7 • CH 4 0 3 S ■ 5/4 
H 2 0 

Hf&ffi C, 44.06; H, 5.37; N, 7.34 
111 C, 43.91; H, 5.36; N, 7.34 
[0046] 

[4- (4-75y-5-?nn-2-y h^yKyX 
x/M^v) xf-yp- JfiBBB 

tttt ilfe&fa (EtOH) 
MA 1 52-1 56. 5°C 

7«##rffl C 21 H 30 C i N3O7 • 2HC 1 • 1/4H 
2 0 

mtmi 1 
?L*f 



SfMI C, 45.91; H, 5.96; N, 7.65 
HiMI C, 45.81; H, 5.83; N, 7.70 
[0047] Hifcffll 5 

[4- (4-75 7- 5-^ on- 2 -y h*i/OX 
75 F) tr^UxV] PK2-^^rVTnbr^- 

tttt 8HB£ttA (EtOH) 
i&£ 1 74-175«C 

TtS^fffi C 18 H 24 C 1 N 3 0 5 • CH 4 0 3 S • 3/4 
H 2 0 

at&ffl C, 44.97; H, 5.86; N, 8.28 
Hftfl C, 44.88; H, 5.75; N, 8.19 
[0048] HjfrfeM 1 6 

[4- (4-757-5-^00-2-^ h*y<yX 
75 H) tf^UxV] SSxb^r^/^-/Mf/l/- 
y?yx/i/tfyg® 

«fi£A (EtOH) 
St£ 196-20 1°C 
ymfttfm C 19 H 26 C 1 N 3 0 6 • CH 4 0 3 S 
mmm C. 45.84; H, 5.77; N, 8.02 
£gftfi C, 45.66; H, 5.82; N, 7.88 

[0049] H 1 7 

xyK-4- [3- (4-75/-5-^un-2-y 
HH/^yXTSK) -9-71ftV?a [3. 3. 
1 ] S>-9-4)U] g&K2-y F^rxXf-;!/ 
x>F-4- [3- (4-75y~5-ynn-2-y 
h*i"<yX7$ K) -9-7? tV?n [3. 3. 

i ] yy-9— f;i/] bri - 00go2-^b^yx 

*y-/H Omia^&lciffigRO • 1 SnlfriDi* 1 0 

T^-CISftfkS-ftFW LT s IRMfilHI 0 . 7 5 g £ 
ttfe. SRx*/k&»4>?«&ft LT , H«S 12 4. 5-1 

7C*#*HI C 23 H 34 C1N 3 0 5 
at&fi C, 59.03; H, 7.32; N, 8.98 
HSitt C, 58.80; H, 7.16; N, 8.90 
[00 50] $WJ1 

5mg 
®fi 
1 5mg 
Img 

X 4mg 
0. 5mg 
0. 5mg 



1 OOmg 
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[00 5 1] 



[00 52] 



[0053] WM4 



[ 0 0 5 4 ] m M 5 







mmm i n^sm 


1 Omg 


m 


Sit 






1 mg 

-A- 


a y / y ✓ Hx * / ^ ✓ / 


1 me 




^ D me 






^/hbwI 1 <oiu^m 


i umg 






F) — ~7 V ~ k — -7b 


-J \J \J 




2 0m* 


y)vy 


O mrf 

z mg 




1 00 Omg 








5mg 




0. 5mg 




5 Omg 








MA 




1ml 


i *>ft<» 


5mg 




1 2 9 5mg 


1 300mg 



[ 0 0 5 5 ] JUT. «6^^Hrttfrr*«ifcfffflO 

F <*t!Bfl:£* 1 ) , fflW 5-26272 4#&#fc 
RKtSivO^ [4- (4-TSy-5-7DD-2- 

^ h^r x^yxr s h ) u ] mm • in 
mfk&b2)Rxf [4- (4-rsy-5-^on-2 

Iffi(H!Hfl:£«3> tflfcvfc. 3 

i o o 5 6 ] attw i : main ?<n&ttam&vwm 
m^nm (B*¥m&&m 13^,33^(1977 



*)) CftW f*:fi7.9~12.0kgc7)tttih'-^;^^# 
*»TC. 5&*Jb5VXf' jl-^-^W^J: •) locum 

£+Z*8HCtt;t&*. +ZfltBII*I&4ffl#T-7^fc 
Lfc. #fflWjBBia±«lLfct--^^*fc, 1% 
flJtetf £a*tt*fc*K Lfc«IWfc&»«' . Aft 2 ■* 
iaJ2LhlEtttt(c, +ZflOh*ffiW-(i.d.)U &>Hk4 0 

[0057] 





MR 


(xi ool/kg, i.d. ) 








5 


0 


0 






5 


2.9 


5 






5 


2.9 


5 






5 


2.9 


1 






5 


2.9 


0 






5 


2.9 


5 





f 0 0 5 8] ttHW2 : 7il/7 Hcfctt-& HDtl^%^ ffl 
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ft£gP£4(p.o.)U S4^2^O0SRt^**l5:R 

[00593 
[H2 3 





mm 


&4* 

(/* lol/kg.p.o.) 






8 


0 


0 


i 


8 


29 


0 




8 


29 


0 




8 


29 


0 




8 


29 


8 



[0 060] miRV&2! i Z*ltzt£%frbWt>fr%£ 
[006 1] 



(51)Int.C1.6 

A6 1K 31/46 
C0 7D 405/12 
451/04 
451/14 



2 1 1 



F I 

A6 1K 31/46 
C07D 405/12 
451/04 
451/14 



2 1 1 



(12mm 'Kin fin 



